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1 . A method of detecting a lai^ei nuclcoride sequence present in a biological sample, 
comprising the following steps: a) obiaining a nucleic acid molecule from a biological 
sample; b) hybridizing a detector oligonucleotide from an immobilized nucleic acid 
molecule and removing non-hybridized detector oligonucleotide; d) ionizing and evaporating 
a product from step b); and e) detecting the detector oligonucleotide with the aid of mass- 
s pcctrometry , wberewi A dctecftWoTQie^eiecf^^ of a 
ratgcx nuclcoride sequence in rfte biological sample. 

2. A method of dftiecring a target nucleotide sequence present in a biological sample, 
comprising the following steps: a) obiaining a target nucleic sequence fix>m a biological 
sample; b) spccificaUy digesting a molecule of replicated nucleic acid >vith use of at least 
one suitable nuclease by means of which digested fragments are obtained; and c) analyzing 
digested fragments with the aid of mass-spcotromctry, wherewith determination of the 
molecular weight of the digested fragments provides information on the target nucleotide 
sequence. 

3. A method of detecting a target nucleotide sequence present in a biological sample^ 
nonnal or mutant, comprising ihe following steps: a) obtaining a nucleic acid molecule 
containing a target nucleotide sequence from the biological sample; b) hybridizing the target 
nucleotide sequence with a mutant primer (M) which is capable of hybridizing with mutation 
comprising a part of the target nucleotide sequence or a normal primer (N) which differs 
from M and is capable of hybridizing with a wild type sequence in the same part of the target 
as M; c) contacting a product from step b) with a corresponding polymerase enzyme and 
corresponding nucleoside triphosphate so that extension from N occurs where N hybridizes 
with the target nucleotide sequence or extension from M occurs where M hybridizes with the 
target nucleotide sequence; d) ionizing and evaporating the product from step c); and e) 
delecting the produa of siep d) widi the aid of mass-spectrometry,^w^^ the molecular 
weight of the product indicates that the target nucleotide sequence is normal or mutant. 

4. A meAod of detacting a target nucleotide sequence present in a biological sample, 
comprising ihe following steps: a) obtaining a nucleic acid molecule containing target 
nucleoride(s); b) hybridizing the nucleic acid molecul with oligonucleotide-primer which is 
complementary to the nucleic acid molecul in the region right after a 5'-end of the target 
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nucleotide(s); c) contacting a product firom stqp b) with a coixesponding set of didesoxy 
nucleoside or 2*-desoxy-nucleosidc triphosphates and DNA-dependcni DNA-polymerasc so 
thai cxtcnsicm of the primer occurs by target nucleoiide(s) with the formation of an extended 
primer product; d) ionising and evaporating the product firom $tep c); and e) deieciine an 
extended produa with the aid of mass-spectrometry to determine the identity of the target 
nucleodde(s). 

5, A method of detecting a normal or mutant fragment of nucleic acid» comprising 
the f oUowfag steps: a ) obiaining a nucleic acid molecule; b) hybridizing the nucleic acid 
molecule with an oligonucleotide probe which is hybridized with a wild type or mutant 
sequence of nucleic acid; c) contacting a product from step V) with a singje chain specific 
endonuclease; d) ionizing and evaporating a product from step c); and e) detecting the 
obtained products with the aid of mass-spectromc1iy» wherewith the presence of more flian 
one different peak, representing more than one fragment shows that the nucleic acid 
molecule contams at least one mutation and the presence of one peak that is one nucleic acid 
indicates a wild type target nucleic acid. 

6. A method of detecting at least one base in a target nucleotide sequence present in 
a biological sample, comprising Jhefon steps: a) obtairung nucleic acid containing a 
target nucleotide sequence from a biological sample; b) carrying out at least one 
hybridization of the target nucleotide sequence with a set of ligation adducts and with a 
diermorcsistant DNA-ligase, wi* the aid of which a ligation product is formed; c) ionising 
and evapoiBting a product from step b); and d) detecting the ligation product with the aid of 
mass-spectromctry and comparing die obtained value with a known value to determine at 
least one base in the target nucleotide sequence, 

7- The method according to claims 1 - 6, characterized in ihat prior to step b) the 
target nucleotide sequences are immobilized on a solid earner to obtain immobilized target 
nucleotide sequences, nucleotide(s). 

8, The method according to claim 7, characterised in that the immobilisation is 
carried out with the aid of hybridization between a molecule of a complementary nucleic 
capture acid, which is preliminarily immobilized on the solid cancicr, and a part of the 
nucleic acid molecule, ^ch is dif6went from the target nucleotide sequeaice. 
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9. The method according to claim 7, characterized in that the inunobillzation is 
carried out by direct binding of a solid substrate to a pan of tfie nucleic acid molecule, diat 
differs from the taj:get nucleotide sequence. 

10. Tlie method according lo claim 7. characterized in that the immobilization is 
revcrsible- 

1 1 . The method according to claim 10, characterized in that the target nucleic acid is 
moved fiom the solid substrate by means of a chemical, enignocvatic or physical method* 

12- — l^ie-mcthod~according-to--claim~107~chamcicrizcd in that immobilizaaon is 
canried out by means of a photocleavable bond. 

13. The method according to claim 10, characterized in that the target nucleotide 
sequence is moved from the substrate by ionization and evaporation. 

14. The method according to claim 7, characterized in that the solid subsimie is 
selected from the group including balls, flat surfaces, "^Chips/ capillaries, studs, ridges and 

15. The method according to claim 7, characterized in that the step of immobilizing 
is cairied out by hybridization between a roy/ of molecules of a complementary nucleic 
capture acid, which is preliminarily immobilized on a solid caxrler, and a part of the nucleic 

acid molecule* v^ch differs from the target nucleotide sequence. 

16. The method according to any one of claims 1-6, characterized in thai prior to 
step b) the step of amplification is carried out on the target nucleic acid. 

17. The method according to claim 16, characterized in that the target nucleic acid is 
amplified by a method of amplification selected from the group consisting of cloning, 
cranscripnon, polymerase chain reaction (PGR), h'gase chain reaction (LCR) and strand 
displacement ampUficaiion (SDa). 

18. The method according to claim 16, characterized in that a vtiass-spectrometer is 
seleacd from the group of insmnnents operating on the base of time-of-flight matrix laser 
desoiption/ionization (MALDI-TOF), electronic sprayer (ES), ionic cyclotron resonance 
(ICR). Fourier tiansfiar. 

19- The method according to claims I - 6> characterized in that prior to ionizarion 
and evaporation the tai^get nucleic acid is purified. 
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20* The method according to claims 1 - 6, characteri2ed in that a primer, extended 
primer^ probe or ligated product is conditioned* 

21, The method according to claim 20, characterized in That ihc primer, extended 
primer, probe or product of ligation is conditioned by modification of a phosphodiester 
skeleton. 

22, The method according to claim 21, characterized in that modification of the 
phosphodiestct skeleton is a cation exchange. 

23, The method according to claim 20, characterised in that the primer, extended 
primer, probe or product of Hfiation is conditioned by contact with an alkylating agent or 
trialkylsilyl chloride. 

24, The method according to claim 20, characierixed in that the primer, extended 
primer, probe or product of ligation is conditioned with the aid of ax least one nucleotide 
which reduces sensitivity to depurinization. 

25, The method according to claim 24, characterized in that the nucleotide is N 7 - 
or N 9 - desazapurine nucleotide or 2' fluoro 2' dcsoxynucleotide. 

26, The method according to claims 1 - 6» characterized in that the target nucleotide 
sequence indicates the ilbicss or condition selected &om the groxtp including a genetic 
"diseaseT chromosbx^^ genetic predisposirion, cancer or infection^ 

27, The method according to claim 6, characterized in that the first or second adduct 
of ligation for cachDNA diread comprises 5'-phosphate. 

28, The method according to claim 6, characterized in that it is carried out cyclically 
with the obteinment of an amplified product of ligation in accordance with which detection 
is carried out. . 

29- The method according to claim 6, characterized in that the ligase is a 
thermostable DNA ligase. 

30. The method according to claims 1-6, characterized in that mass-spccxrometry is 
matrix associated laser dcsoiption (MA DL). 
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0EAEP/JlbHblM MHCTMTyr nPOMblUJJlEHHOM 
C05CTBEHH0CTM 



NS97117182- Pe4)epaT 

1 . CnocoS o6Hapy)KeHMn MMiueHHoiS HyicneojuflHoft 
noc/ieAOBaTenbHocTH, npvicyTCTByiCLLieR b 6MonoriiHecKOM o6pa3L4e, 
BKn»oMa)cu4MA craAMH a) nonyweHMP MoneKynbi HyicneMHoeof) K^c/iOTbi I13 
6Mo;iorviMecKoro oOpasua; 5) m6pMAM3aumi aeTeiaopHoro 
onwiroHyicneoTMA^ c MMMo6MinM30BaHH(;>(i MOJieKy/ioti HyKnenHoaoti 
KwcnoTw M yflajieHwe HerM6piiA*i30PaHHoro-fleTeKTopHoro- 
oriHroHyKneoTKAa; r) MOHMsaL^iiM ki ncnapeHM^ npoAyxra CO craAMVi 6); d 
fl) o6Hapy>KeHMfl A^TeiaopHoro onMroHyjieotnAa c noMOiybJO Macc- 
cnejCTpoMerpuM, npn 3tom o6Hapy>KeHMe fleTeKTopworo 
onHroHyKneomfla yKasbiaaer He npucyrcTBHe MMiueHHOM HyicneoTM/iHoi* 
nocneAoearenbHoc™ b SwonoriiMecKOM o6pa3ue. 



2. CnocoS 66Hdpy>KeHM59 MniueHHofl HyKneoTiiAHoi) 
nocneAOBaTenbHocrn, npkicyTcT»yK>U4eM a ©MonorMMecKOM o6pa3L^e, 
aKniosdK)Ufkiii craA^M a) no/iyH6HMfl Mi/tUieHHof^ HyKneoTMAHOM 
nocneAOBaTanbHOCTM M3 SwonorimecKoro o6pa3ua: 6) cneMMct)MMecKoro 
nepeBapHBaHM5i Moneicyiibi peanMLiMposdHHoA HyKneMHOBofl KMcnoTbt c 
McnojibsoBaHkieM no MeKbiuen Mepe, oAHOi) noA^^OA^Lqef) HyKneaabt. 
nocpeACTBOM Mero nonyHaK)T nepeaapeHHbte (}>parMeHTbi; v\ a) aHannsa 
nepeeapeHHbix ct^parMeHToa c noMOLUbio MdcocnaKTpOMeTpMM, npii aroM 
onpeAeriaHMa MOJieicyjis^pHOH Maccbi nepeBapeHHbix c|>parMeHTOB Aaex 
kiH4>opMdLiMK) o MMiueHHOfi HyKneoTMAHOH nocneAOBareJlbHOCTM. 

3-„Cnoco6 o6Hapy)KeHMfl MviujeHHOM HyKneoTMAHoft_ 

noc/ieAOBaTe/ibHOCTM, npucyrcTeytoineii a 6MonorimecKOM o6pa3i4e; 
HopManbHOM M/iM MyraHTHOMj BKnK)MaK)U4iiM craAMM a) noxiyMeHMH 
Moneky/ibi HyKneMHOBOii Kkicnotbi, coAap>Kau4ei^ MHUieHHyio 
HykneoTHAHyK} nocneAOBayenbHocTb, m 6MonorkiHecKoro oGpasqa; 6) 
rM6pMAH3aL4HM MMitieHHOii HyKneoTMAHofi nocneAoaaTenbHocTw c 
MyraHTHbiM npaAMepou (M), KOTopbifi cnoco6eH rMGpMAMSOBaTbcn c 
MyrauMefi, coAep>KaiAeft nacTb MnujeHHow HyKneoTMAHoR 
nocneAoaaTdnbHocTM win HopManbHoro npaCiMepa (N), KOTopbifi 
OTHHMaeTCfl OT M H cnoco6©H rii6piiAM30BaTbcn c nocneAOaaTeribHocTbK) 
AMKoro Tuna a row >Ke MacTM MwiueHM, hto m M; b) KOHraKTMposaHMW 
npoflyicra co craAMW 6) c cooTaeTCTayiomMM (JjepMeHTOM nonwMepaaOM ti 
cooTBercTBywLMMM HyKneo3MATpMC}>oc4}aTOM xaK, mto yAndHGHMe or N 

npoMcxoAMT. ecnw N rM6pMAM3yaTC« c MMiijeHHoft HyKneoTMAHOft 

nocneAOBare/ibHOcrbK) mjim yAnwHeHne or M npoMcxoAWT. ecnw M 
ruepHAMsyercfl c MMiueHHoA HyKneoTMAHOi* nocneAOBarenbHocTbio; r) 
M0HM3auMM M McnapeHkiH npoAyKTa oo craA^M b); h a) o6Hapy)KeHMn 
npoAyicra craAMM r) c noMoinbio Macc-cneicrpoMeTpMn, npw stom 
MOjieicynfipHai^ Macca npoAyn-a yKadbieaer Ha to, mto MtiLueHHaA 
HyicneoTMAHaA noc/ieAOaaTe/ibHocrb mnHerc^ HopMa/ibHo(4 mhm 
MyxaHTHoft. 

4. CnocoS oSHapyxeMnfl MniueHMofl HyKneoTHAHoR 
nocnftxjoBaTBnbHocTH. nDMCVTCTBvioujeM a fiMonorwMecKOM ofSna^ue. 
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©KnioHaiouiMM cra^^MM a) no/iyMftHM^ MoneKynw HyKnewHOBOM KMcnoTbi, 
coflep^Kaineft MMOieHHbifi (e) HyKneoTMfl(bO 6) ruepHAwsauMw Mo/ieKynbi 
H/KncMHOBoR KMcnoTbi c onviroHyKneoTMAOM - aarpaBKOft (npaiiMepoM) 
KOTopbiM KOMnneweHTapeH k woneKyne HyioievtHCBoPi KUcnoTw s o5jiacTM " 
cpasy 3a 5-kohuom MMUieHHoro KyKJieoTHAa(oa) a) KOHTaKTMpoeaHMfl 

npOj^yKTa CO CTaflUM 5) C COOTBGTCTByiOUlMM Ha6opOM 

AWA€30KCMHyKneo3Mfl Mnw 2'-fle30KCM-HyKneo3MATpii4Docct)aTOB n flHK- 
aasMCMMofl AHK-noniiMepa3oji, rax hto npoMcxoflUT yAnnheHwe 
npat^Mepa MMUieHHbiM (m) HyicneoTMflOM(aMM) c oepasosaHMeM 
yfljiMHeHHoro npOAVKra npafiMepa; r) MOHMaaunn w McnapeHHA npoflyKxa 
CO craflMM e); m a) o6Hapy>iceHkifl yA/inneHHoro npoAyKra c noMOLMtJO 
MacocneKipoMerpuM, aha onpep^enenM wAeHTUHHOcTvi MMineHHoro 
HyKnBOTMAa(OB), 



5, Cnoco6 oCHapy^KeHMfl HOpManbHoro ii/in wyraHTHoro cJ^parMeHTa 
HyKfienHOBofi KUcnoTW, sicnwHajoiuMfl CTaflUM a) no/iyMeHMfl MoneKynw 
HyKnewHOBofi, KMCJioTbi; 6) rM6pMAH3aunw MO/ieKy/ibi HyKnenHoeofl 
KMcnoTbi c o/inro-HyKneoTMAOM-sOHAOM, xoTopbiM ruSpnAHSnpyeTCT c 
AMKoro Tuna mhh MyrawTHOii nocneAOBate/ibHocTbiO HyKnewHOBOM 
KMc/ioTbi; b) KOHTaKTMpoeaHMfl npoAytora co ctbamu 6) c OAHoqenoMewHoA 
cneMMct)MMecKofl 3HAOHyKnea3ofi; r) MOHnaaLjUM m wcnapeHMi! npoAyiaa co 
craAMM B); m e) o6Hapy>KeHMfl nonyneNHbix npoAyiaoB c nOMOinbio Macc- 
cneicTpoMeTpMii, npM stom HanwHMe 6on©© OAHoro pa3nnHHbix nuKoe. 
np€ACTaBJiflK)ii4MX 6o/iee msm oamh cf^parweHT noKasbiBaar, hto 
MoneKyna HyKnewHOBOM KwcnoTW coAepjKMX, no KpafiHcfl wepe, oAHy 
wyramiio m npwcyrcTBMe oahofo nuKa, npeACTasnflJOiqero OAHy 
HykneHHOeyK) Kkicnory yKasbiBaer Ha MUtueHMyK) HyKnenHOsyK) KMcnoTy 
AHKoro Twna. 

6. Cnoco5 o6Hapy>Keiiii«, no KpaJiHew Mepe» oAHoro oCHOBaHUfl a 
MHLueHHoft HyKneoTviQH OM nocne AOBaTe/ibHOCTM, npucyrcTBytontefl r - 
BMOJiorMMecKOM o6pa3Lie, BKn»OHaK)mMfl cxaAMM a) no/iyMeHMfl 
HyKnenHOBofl KWOnoTbi, cofxepxamevi MMiueHHyK) HyKneoTMAHyw 
nocjieAOBaTe/ibHocTb m3 6MOJ7orMMecKoro oSpasi^a; 6) ocymecTBneHM^*, 
no MeHbLuefi wape, oahoR rviSpMAHsauMM MmusHHoft HyKneoTMAHofi 
nocneAOBaTenbHocTH c Ha6opoM aAAV^oB nwrHpoBaHH^i m 
TepMoycToRMMBOfl flHK-TiMrasofi, nocpeACTBOM Mero oCpasyexcfl npoAyjcr 
JiMrMpoBaHMfl; b) noHM3ai4ww m McnapeH^fl npoAynra co craAnii 6); m r) 
o6Hapy>KeHMa npoAy^cra /inrMpoBaHWA c nowoiMbio Macc-cneKrpoMeTpun 
M cpaBHOHkA npnyMeHHoro 3HaweHM;» c M3BecTHbiM gwaHeHMeM AAA 
onpeAeAeHMfl, no KpaiiHeft Mepe, oAHoro ocHOBawnfl e MMtueHHoPi 
HyxneoTMAHoPi nocjieAOfiaTe/ibHOCTM. 

7. Cnoco6 no nn, i-6» oTjiwMaioinMAcfl reM, hto nepeA ctaAnei^ 6) 
MMUjeHHbie HyKneoTHAHbie nocjieflOBaTe/ibHOcrrw MMM06wiM3yK)T hb 

TBePAOM HOCMTeJl© fi/}^ nonyMeHM« MMMOSMriMSOBaHHblX MMLUeHHblX 

NyKneoTHAHbix nocneAOBaTenbHOcrePi, HyKAeoTMAa(oB). 

8. CnocoS no n. 7^ oTAMMaK^mni^cfl tcm, mto MMMoew/iMsaqMio 

OCyUU©CTBnflK»T C nOMOlUbK) rM6pMAM3aL|MM Me>Kfly MO/ieKyAOil 

KOManeweHTapHoPi HyicneMHoe m Kwc/iorbi aaxaaxa, icotopafl 
npeABapwrejibHo MMMoennMsoeaHa Ha TaepAOM HOOHTft/ie, n sacTbK) 
MoneKy/ibi HyKn^HHOBoA kmcjiotw. KOTopa^ oT/iMsaeTCfl ot MMLueHHOpI 
HyKJiBOTHAHoi^ nocneAOBBTanbHocTM. 
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9. Cnoc<j6 no n. 7. OT/iiiHaiou<Mficfl revi. mto MMMo6M/iM3aMmo 
ocyu4ecTB/i«K)T nyreM npflworo CBflaweaHMfl TeepAOfl noflnojKKii c MacTbio 
MoneKy/ibi HyioiaMHOBOfi kmc/iotw. KOTopan OT/iMHaercfl or MwueHHOi^ 
H/KneoTHflHOM nocneAOBarenbHocTM. 

10. Cnocoe no n. 7, oT/7MMa>om(i«cfl tcm, mto MMMoSnflnaaMnn flBn«eTc« 
oopaTViMof). 

11. Cnoco6 no n. 10. omnwatoimificfl tcm. wto MnuieHHan HywienHoaafl 
KMC/ioia yflanflejcfl c reepAoPi noAno^woi nocpeACTBOM XMMMMecKoro 
3H3MMaTMMecKoro KnM (|)M3WMecKOfo cnoco5oB. 

ocymecTBJinioT nocpeAcreoM c|30TopecmenJifleMoii cbpsm. 

13. Cnoco6 no n. 10. oTjinMaiouiMficfl tcm. mto MMiueHHafl HVioieoTMAHafl 
[J^^^^A°^aTe/ibHOCTb yAa/isercfl c noAno>KKM n/reM woHnsauMM m 

14. Cnoco6 no n. 7. omMsatomnflcfl Tew. mto TBepflyio noAnoxocy 
Bb»6MpaioT M3 rpynnbj. BKniOMaioii^Mfi mapMKn, n/iocKw© noBcpxHocru 
Hvincbi , Kantmnnpbi, UinmibKn. rpeSHU m "Ba<t>/iM*'. 

15. Cnocoe no n. 7, omMMatomniicfl tbm. hto craAMio MMMo6MnM3auMM 
^^IHf^l'!^^*^^ nocpeflctBOM ruepMAMsamiM MejK^y raaom MoneKyn 
KOMnneMeHTapHOM HykneMHOBofi KMcnoTbi saxeara. Koxopafl 
npeABapMTenbHo MMMoSMntiaoBaHa Ha TeepAOw Hocure/ie. M MacTbio 
Mo/iOKynw HyKneMHOBOfi KMcnotbi, KOTopan OT/iimaeTC« ox MMUjeHHoft 
HyKneoTHAHofl nocneAOBaTe/ibHocTM, 

Cnoco6 nern(06-0ftyTi3nnri^rOT7iMMaibu4M xew. mto ao cTaAMn 6) 
cTaAiKo eMnjinet^MKaMUM ocymecTB/inioT Ha MniueHHofi HyKnenHOeo^ 

17. Cnoco6 no n. 16, OT/iMMaioiAii«cfl reM, mto MMLuaHHyio HviaieMHoBv» 
KMcnoiy aMn/iM4)nuMpyioT mbtoaom aMmiM<t)MKauMH. BufipaHHbiM mV 
rpynnw. cocroflujeR ms KnoHMpoBaHMfl, TpaHOKpMnm/iM, no/^»iMepa3HOM 
MenHofi peaKUMH (PCR), /iMrasHofi MenHofi peaKyuM {LCR) w 
awnnMclJWKauMM c saMemeH^eM uenw (SDA). 

18. Cnoco6 no n. 16, oTJiMMaiomnMcn tcm, hto Macc-cneKrpoweTp 
BbiSMpawT MS rpynnw npM6opo8. paSoTaiomMx Ha ocHoee 
BpeM«nponeTHOft MaTpMMHoPi./iasepHoPi AecopeMUM/MOHnaauMM (MALOI- 
TOF). aneicrpoHHoro pacnbmeHUfl (ES). MOHHoro miKnoTpoMHoro 
pesoHaHca (ICR). nepsHoca Oypbe. 

IS. Cnocoe no nn. 1^. OT/iMMaioutuflca tsm, mto ao MOHMsaMHM h 
McnapcHna MMtueHHyio HyKneMHOByK) wicnoTy OMninaicT. 

20. Cnoco6 no nn. 1-6. OTAHsawmMftcfl xew, mto npaCiMep ynnMHeHMuM 

npaMMBp. 30HA. M/IM npOAVKT nMrMP0BaHM« KOHAMlTMOHMpyKjT^ 

21. CnocoS no n. 20. oTnnMaK)ujMMc« tbm. mto noaftMeo. vanMHeHHbiM 
../fips.dl.?kcy=TRABSDOUXYAY&ty^8&docnm=l&doc.97117IS2&^^^^ 



FROM FUKAMI PATENT OFFICE 06-6361-1731 



2003* 4^22B(W16:37/Ii16:34/Xlif621 31 59734 P 6 



npaiSwep, 30h/\ mjim npofly^rrivirMpoBaHMfi KOHAMi4MOHMpyK>T nyreM 
MOjQM£t>(iKauMM 4>occ|>o/^M34>MpHoro cKen^ta. 

22. Gnoco6 no n. 21, 0T/iMHaK)U4HiiCfl Tew/HTO MOAM4>MKauM;i 
ct>oc4>oAM3ct>MpHoro cKenera npeACTaanfieT KamoHNbif) oSmsh. 

23. Cnoco6 no n, 20, ornma}0\i\\nP\ty\ rew, mto npaJ^Mep, yAnwHeHMbiM 
npawwiep, aoHfl wnw npoflyKT JinrnpOBaHUfl KOHflMquoHnpytOT nyrew 
KOHiaKTa c ajiKUHMpyioLLiMM areHTOM mhm xnopuflow TpnanKn/icHnnjia, 

24. CnocoS no n. 20, ornvma^oinav^Cf^ retA, mto npawwep, yAnnHeHHbiPi 
npafiMep, 3oha h;im npoAy»<T/iMrMpoeaMM« KOHAMUMOHnpy>OT c noMoinbK) 
no KpafiHeR Mepe, OAHoro HyicneoTMAa, KoropbiM yMeHbiuaei 
HyBcreirtTe/ibHocTb k AenypuHMsaMWH. 

26. Cn0C06 no n. 24, oTjiiiHaiomMficfl TeM, mto HyicneoTMAOM sen^^eTcw N 
7 - W1M N 9 " fleaaanypuHHyKneoTMA wnn 2' (()Top 2' Ae30KCMMyKrieoTMA. 

26. Cnocog no nn.1-6, OTnwMBwmMMcn lew, mto MamnHHafl 
HyxneoTMAHa^ nocneAOsaTejibHOCTb yKasbreaeT h© ConesHb m/im 
cocroAHkie, Bb)6MpaeMoe m3 rpynnw, BKnK)MaioLi4eji reHeTunecKyK) 
6one3Hb» xpoMOcoMHyfo aHOMa/iMK), reHeTHMecKyK) 
npeApacno/io>KeHHocTb, pan m/im MHct)eKL4viio, 

27. Cnoco6 no n.6, oTnwMaioiMMiiCft tbm, mto nepabifi Mnn BTopoPi aflAykr 
jiMnipoBaHMfl AH^i Ka>KAOM hmtm flHK C0Aep>KMr 5'"4>occt>aT, 

28. Cnoco6 no n.6, oTnuMaioiUHflM tcm, sto ero ocyu^ecTenqjoT 
MMKnMHeCKM c no/iyseHneM aMnnM<f5m4npoBaHHoro npoAyKta 
iiMrnpoaaHMfl, no KoropoMy ocymecTB/i^iOT A^TeKuwio. 



29, Cnoco6 no n.6, oTnuMawmMficfl teM, mto /inraaa flanf»eTc« 
TepMocTaSwribHOM flHK /inrasoPi. 

30- Cnoco6 no nn,1-6, oTnusaiotuMficfl tom, mto Macc<neKTpoMeTpMfl 
npeACTaenneT cBfl3aHHyK) c MatpMKcoM nasepHyK) flecop6LiMK> (MA 111). 
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